
This is to certify that the following application annexed hereto 
is a true copy from the records of the Korean Intellectual 
Property Office. 



i I a i 

Application Number 

i I t4 i ^ 

Date of Application 

m m PJ 

Applicants) 




10-2003-0075511 



2003^ 10S 28^ 
OCT 28, 2003 



LEE KYUNG LIM 



2003 



Lfl 11 



CD 

m 

I 

CO 
r* 
m 

o 
O 

~D 



§} 03 



m 



^1 ^ 

COMMISSIONER 




PRIORITY 
DOCUMENT 

UBMITTED OR TRANSMITTED IN 
lOMPLIANCE WITH RULE 17.1(a) OR (b) 



102 




5511 



#3 ^*}: 2003/11/14 




EAHWS) 

E#€!ei] 
ESS] 

ess^smshs] 
E»axn 

E£S] 
E^SJH 



^61 S§ 
2003.10.28 



Composition for preventing secretion of immunoglobulin 
E-dependent histamine releasing factor 

0I3U 

4-2000-026470-8 

^©iseiaEH 

9-2003-100021-7 

st&m esg.sg^er^s, sue, 

2003-043075-0 
0I3S 

4-2000-026470-8 

LEE.Chul Hee 

540211-1148416 

110-744 

A|gH|gA| §1? 22§ AIM HI S€! OIHI&J^SI- 
KR 



CHOI .Seung Hee 
780915-2149115 
120-750 

KR 



28-1 




[til 



SUM 2003/11/14 



KR 

10-2002-0067653 

2002.11.02 

l¥ 

ni42s°i ^§oii 21a §§!, ni&m xii60^°i ^soii °i 
^siaeiOEH (ei) 

20 S 29,000 €! 

7 s 7,000 a 

1 26,000 a 

13 m 525,000 a 

587,000 SI 

JHei (70%ae) 

194,300 

1. ssM-g/diAKssLis 



28-2 




<a*V: 2003/11/14 



35/$^g- IgE-^^^ ^iBj-nl ttj-^ ol^ofl <^*fl -fr^fe ^S^] ^ 

S. 3 
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PM^l 

o]^-^^^^^ o] ■Slr^^^] w 0 v# ol^>o| ^afl-g- {Composition for 

preventing secretion of immunoglobulin E-dependent histamine releasing factor} 

£ l£r HRF7> t^-ft ^r*r«3 f^} ^a]^ t+E^ SL 0 ]^- 

£ 2^r HRF7> <gxi\x) -fHlM-^Hl Sl-sfl *\)£_ S>\^-S, ^Hl^-fr £o]rf. 

5L 3~£r & ^3^1 2^#<>1 iflo|H(in vitro) <ge\x] S]*fl ^7>S)^ 
HRF *Hll- 

JE 4^ -g- ^§o] 4j an iHH(in vivo) ^ ^V^fe 1 
^ HRF i-hM £ 6 14. 

£ 5^ £-8**1 ^i^l^ *l<g 3 M-^^ 

<7> ^. IgE-^i^ *l^E|-al <?1^H immunoglobulin E-dependent histamine 

releasing factor: °}*} 'HRF'Bf tr^r)^ 3*fl-8- ^ n ?M 
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«> HRFfe ^ IgE-^€-^ i^HKlate phase reaction, ^1^> 'LPR' 0 1^. 

t})<M ^<Li& q^r-z- ^r>}^ , Jl« ^(basophil)* *R*H -frS^ilS 
*?, £3*1 ofl7fl^ SWMcDonald et al . , 1995). 

<9> J£*r HRFfe Ikty^o} S.7HH %^e)-s)o>^«y o>s E fln]Alid(Artemisinin)3|- 

c^^o] ^}o.S.£ £b}*| ^(Bhisutthibhan, 1998). 

io> HRF7> -fr^SHr <g-5]^ o r ^€^l^(anaphylaxis), &q , 

*1, £3*1^ Tk^W £2L<t(hay fever), o r S.^ 3)-¥-«3 

(signal peptide)*- ^ 5£*1 ®-& *H3.& #*-M°]i=f. M)S. ^o\)X\s. HRF7f 

^rfe ^47} iL:n€ *r (McDonald et al . , 1995), HRF^ *\]3. ^JMM 

IgE-#*Ma (sensitized) ^^7l^-» 7}^}^ £rH]^-7ll tr4^ 

cl2> T^^M, AflJL^ ^^^1 HRF7> 41 ^rtilBlfe 7l^ ^JI, =L aj^ftjt 

^ SUfe t-^* 7flftl^, HRF7> -fr^«r^ ^t!: i» ^Ml^fe 2=^1 *] 

<13> ^fl^W HRF^^ ^B|-0]c^. 7}^lJL $>\*-o\)A)S_ ^ 

<g7)^ ^-^-S-^ls °l*]-(basic fibroblast growth f actor (FGF-2)) , plasminogen 

activator inhibitor 2(PAI 2), lH^# ^^^(carbohydrate-binding protein 30(CBP 

30)) ^o] <£b^ 9X^. 
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^ J3L (Na , K-ATPase pump)7> -ft-^tb FGF-2 « 0 ># ^ ^n^^M- ^5.^ w> &4 

(Florkiewicz RZ, 1998). 

cis> o-|e^ X\.^d\] z^oy^. m. m ^ ^ jg.^ ^£ ^ ^o] 

<16> -g- ^oflA^ HRF ^-g- ^ ZL »1^-5>3.7C> 

<18> ^- 3~^M:-& <£^*> ^(proton pump) ^«fl %^ ^M^r 3^ 

-§-(benzimidazolic compound)^: -fr Jl-S IHt"^ 1 ^. 
<19> i£t$6\}x\ ><$s§x} ^S.'^ ^£ ^-Hflc]] ^o]^-(H+)^: t^-S ^ 

^^Hfe ^ 1 ^^ < ?1 H+-K+ ATPase* ^nlfcf. 
<20> M. ^6\]a] ^^o]n]c}^^ ^1-^ ^sojpltq-^ ^, 3)^ ^(pyridine ) JL?J\ 

^ n A>o] o|] -<H*l*Rr ^)^^3r|^7l (methyl sulfinyl group)5. -§-*fl A 3 ^7)S, 

<21> [^-^ X ] 

o 

Het 1 — S CH 2 Het 2 
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<22> 



2 ^ -O^. 



<^ l<>fl>H Het 1 ^ 4? o]ji, Het 2 ^ ^ °H , R 1 ^ R 2 tt ^^M^- -tfo]-§> 

R 4 , R 5 % R 6 ^ ^^^14 ^1^>31, v\M, ^^H, ^1^-a1=s^a1 ^ B e) 

<23> Hfl^o)p] 3}-^-!-^ ^.^|Se}-#(omeprazole), ^S^* 

(lansoprazole), ^r£= eJ-#(pantoprazole) , eHI^5}-#(rabeprazole) f^H *W- °1 

-a-S^], ^^^^-^SH^, ^l^^l^^ (esomeprazole) ^1 € ^ 
<25> £ t£^o} Bj^o] Plcf^T^] ^^^^ , HRF7> ^ 

«l£)xr 3* ^Itr^r. °l^r °^7} ^£7} HRF -2] ^ sj-^o)] ^o^l trfl^-cltq-. 
<26> ttj-^ ^ «liH}n] ^7>Al7l^ <£&|*1 -frt^iH] ^ 

tr HRF ^ XI nf. 

<27> £r ^Aj^ C48/80^1 £}tr HRF ^l^H 1^ HRF ^ ^l^&f^^) 

^Al^o.^, C48/80°)l ^t!r #4!^ ^V^^l ^-§-°fl ^r^ # 
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i 

«]<g^ ^Jvg- ^H?!*}. 

*1. ^1*1^ 71^1 3^§s ^isl, sq^-^sj-, ^eMo}*} ofl^. ^ 

$m ^ saq. 

'31> S^#^r #7] #^#3Zj- ^<|J -B-AHt 7l^* 1-^-8: ^7>^ -frjL^ 

^o^., se^ ^--b-^- ^ sum, ^]^^ °<^*> qs. 

^^^(fenoctimine), -fr^Sl^Koleic acid), 7V«H€(catechin) , ^3- 
41-^1 -i-(scopadulciol), ^b^S.^ #^-S^(pentagal loyl glucose), ^^^(bufalin) , 
JL ^>3.S.e)-olH.( m acrolide)^l 1MMl£l wV^^M^Kbaf ilomycin) ^ ^>^>°1^1 
(concanamycin) ^ ^d^€ *V4" ^7>S. 2.^ ^-SLS. ^ 

<32> i££_d\) #7l #^#3J- ^o]^ 

<33> £ ^7] -B-Jl^^- ^^H, ^1^0.3. Ag^^O.^. ^-g-i) 

^ JSiaWll* AV-g-^H ^ SftO.nl, ^-7] iL27l)S^ -g-*fl, ^*M], #^1, 31) 

4*11, %^*H 2^ ^ 7>-8-SMI* *}-g-« *r 
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35> <^]^°_S *]-g- 7>W ^«3*r. ^7i<*«, ^ ^<£^r, C ^BSS -§- 

^>*fl, 7flM^>il, ^ ^rM* ^7 r *H ^-§-°^, -fr 

^ ^4 ^ ^A>-g- ^ 3q-^ ^xfls. ^ c) M-o> 7 y # 

^°\9\ ig-^AS., Remington's Pharmaceutical Science^ , Mack Publishing 

Company, Easton PA<*I] 7^)^ °l-g-*H A ^3HI ^Sr, SB^r 4^ 

m^l, -Ml, 2^r ^> 7>^ ^ * a^J-#^. *fl*|| ^ ^ & 

<37> S^#^r ^a}*Hr ^iH 42f ^T 1 . 3**M, ^^fl, 4 7 ^, ^ 

<38> ^rS^e)-^ ®-fr*\$= H-f^ 

^ «*Nfe *f|^ 1kg # lOmg-i-, a>^-^ uJH^ 1kg # 100 ug-lmg^: ^>-§-^ ?M 

£ 2:^1-3 f^5=, S^l-ofl f-fi- 

€ -B-JL^^- g nf^ ^ ^ ^ * «:7}o] o^^ ( ^ti} 
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■ir si*h ^ ^ 5a4. 

^£<3 ^J^l A>-g-5)Jl ^#5. ZL Q&^O] «V «H1 Jf 

&fet)-. 

<42> [^aHI i] ^- S^l-oll HRF ^-al <*)»1 Jraj- 

<43> ■& SAj#oll HRF ^1 JL2)-» ^^-71 ^Sfl, HRF <£&|x] 

<44> i) HRF ^-wlsq- -fh^-I-^^ ^ ^31 ^ 

<45> HRF £-wj<4 £3*1 riEjJl -fHM-^s} ^-o] ^-o}*} 

<46> 1-1) tj-«8=^ ^Aj-6)]Ai HRF^ g-tt] ^7]- ^ 
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Q^xVa €^ M ^ ^<*fl ^tb o>M-^a1^ food-dependent 

exercise-induced anaphylaxis)* M-^ifl^- Qx}, ^> ^- t|-«#^ <£&|X| 

♦ HRF^ ^7>» ^- -51^-^4. 

^-E ^m^l *]\+ ^ S-^ *H M-E^-ifl^ ^-§-(dual response) ^r^h 

^ ^1^1^: *H ^-S-* M-^tfl^ S7l «h§-(early response) ¥ ^-S. ^-fr^r 

<49> ^ HRF^ ^<££|-7] 4 ^7>S.^-Bl ^<£| ^SSA^, °>^^°1 

*H 37]<8**1 ^ 7 > ^e]fe ^#-§- «Jo*] *Ke-I=- ^cf. # 7 1 Ajs. 
^"t^ 3-g-# ^^A^lJl <M-g-*)H ^tl ^, 5£-# 12000rpm*lH ^ 
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>2> J£ Id)] W><4 ^o], O^S^ cH^t °<H ^T-S- ^Ka)4. 3£7l ^7} 

(b), Hr^^HI 3$ €^ **Kc). 71**1 ^ «*Kd), ^ 

¥ ^ HRF7> ^iMS^r. ^ l^Hfe HRF7> 7]£) ^#3*1 &$W(g). 

53> o]^ HRF^ tf<9=^: IH^I «v*H1t|H 3 #5} 5-3., HRF £-Wlfe #-§-o!H 



54> 1-2) C48/80^1 HRF^l ^7} 

ss> -B-^r#^c>i HRF -2] n]*]^- ^-oi*>7l tflsaiSl «£el*| -fi-^rl- 

C48/80(compound 48/80, Sigma)* ^4 ^°1 ^-§- ^S^r^^h 

; 56> HRF ^-H] Afli J2.te U-937 4it ^^M, 1% L-^f-E}-^, 100U/m£ sfl^H ^ 
100UM i^;&4o|Al, 10 % -fEflo>^^^- ^ 7 >t!r RPMI 1640 37V , 5% C0 2 ^ 

'57> u-937 4^ yfl^Qfl^. lOOOrpra^l^i 3£-# ^^-el^r 0 ! <*H5L-& *l^r^§^ 
(phosphate buffered saline(PBS): 200rag/ I <3 S^-g- , 200mg/ £ «?l<tK^z}:-§- , 8g/ £ ^sH-m-f- 
, 1.15g/^ ^^i4^#)S. l«i 4^1 lOOOrpnHH 3^-?l ^^^H *flS* 

<58> ^£ A])^6\) l% L~#^-B}-^^ ^7>t!- RPMI 7>^VJ1 $*<H 7>5}-&£r 

4^7> wfl7]<4 ^ ^o]£S. ^ 3T ( <^^ofl^- ^)^}^ eel* ^(tryphan blue, Gibco BRL)^. 
<§^H ^3.$ =r# ^^^r>5i4. 6 € l^HHCwell plate)°fl Ifi^ 10 6 7fl^ Aflat 
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«- Qo\^5L, ^-<& 37°C, 5% C0 2 ^ 2:3<*1H ^lif 7lo> t§H ^l^^Ccell 

starvation). 7]o>7> ^, ^1 tflSfl C48/80(Sigma)^r OpgM, 2pg/in£ > 

4ug/ni«, 6ugM, 8pg/m.<>, 10pg/in£ ^£5. 30^-# SJ^jI ^SL<% 3? (supernatant)* 

59> lOOmM PMSF, lmg/iM o r 5L5.£|\l(aprotinin) , 1M iffl3o"|-T3}t| (benzamidine) , 10 

mg/imfc ^€(leupeptin)-£-5- ^€ ^^-SflJL^ ^*fl*ll (protease inhibitors 

cocktail)* ^7>^, ol-g-^b ^7l(centricon, Sartorius)5 4'C , 12000rpm°lH 

21* 1/1005. ^M^tr. 

eo> ^-§r^H 4 x^g. 3H§^(sample buffer: H H^(pH 6.8), 10% SDS, 100% 

(glycerol), <^ w.^^- *^-(bromphenol blue), ^^S^m^JP 

-raercaptoethanol), 3*mM-)* ^7 r *}ZL, #^1 10£# ^, ^1 1^ 

c6i> o]&|t!r a|J8* ^f-^H 'S 0 !^ 15% SDS-PAGE °l-§-«H ^l^tr ^, 

Sltii ^-(nitrocellulose membrane)^ 31 ^ 1:*^ (Western blotting) «<Hl-£- 

<62> ^-^a] <|J*Hr:*ll^ 1-^1 ^-^^ HRF *0( ant i -rabbit polyclonal HRF 

antibody)* 1:4000.2.3. J=e|^ ^#<3H sH*}^ a>^-^, <>l:W*ll^ ^-S^-HRP 
(anti-rabbit horseradish peroxidase antibody)* 1:10000°. 3. Hb}^ ^t^°fl *\ 

£ 2°fl M-Bf^^cf. 
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63> S. 2°\] M-E|-\f v}^ go) t oi^x] -fr^r#^ C48/80^ ^JE^^S. HRF^ 

X\%t±. o}^% ^SLS, *l«fl, C48/80^r *]^M ^HHH HRF ^7\A^. A>-g-5) ojti)-. 



; 64> 2) ^ 

:65> £ 3z^«-8r -2.^H^#(Sigma)^: <^1^^1 13mM^ ^JES. ^ ^S^-^rf. 



<67> 3 ) ^. ig-^o} HRF -S-h] M 

<69> -# 7 | 1^ l-2)3Zj- i3>^-7]-Xl^ ^6.5. 6 ^ #^olH<Hl QJL 5X\# ^-o> 

^H^H ^Itb ^, o>^- ^e^l 5-, C48/80^r 10ug/ra£ £_v\}¥. 

^#^r ^ io U M, 100 uM *)e|$J- -2.^]^* 10yM4 C48/80 10ug/m£» ^<>1 ^e)^ 
100 pM^J- C48/80 lOug/m-M- ^e]^ ^ z|z}- ^t^H, -i^f-^ 

<?o> 9l-$Q^SLS. 1«1 ^]^-S>JDL 12000rpnHH l0£-# -S^^ej^H ^1 ?r 

2}&tl ^, -g-g- ^§^(cell lysis buffer: 20mM H£^(pH 7.4), 150mM ^ SrM-H^ , 

5mM EDTA, 0.5% ^ ^1 # S ( deoxycho late), 2mM EGTA, 1% NP40, ^Jl4i ^^) 

^1 ^^^)^ l-^Cvortexing)*}^ 1 }. 

28-14 



" 102^^5511 M 2003/11/14 

i> #7] /1l£it 0 -»t 30^-^r ^1«>^ 2-33} Ir^^tb ^f, 12000rpra^^ 

10£-# ^^^H #1^4. -S-Sfl— -5-— (Bradford 

assay)^ ^, ^ <£3 S^sHr ^§-^1 4 x^lS. 7> 

*>ul 10^-# #<*H ^ #7l<J§^& Alsl- ^til^tq-. ^"71 ^aHI i-2)^ p>^V7M^ 
*cHHl ^*fl ^-i: ^8tr ^, ^ ^4* £ 3^1 M-bH^- 

'2> £ 3ofl i4bJ-\+ ti>^- ^o] ( S^#-8: C48/80^1 ^7}s]^ HRF ^r*l# 

^}^t[. o)*]^ HRF^I ^l7> <q*fl ^Tflsq^ 740.5. ^.o>, 
HRF^ -gr«H <£^*r ^£7} ^i&t}^ ^ ^ 5£^. 

73> CDfsM «£^7> T^Tfl*. ^jL^Ojg. HRFS. A 

-75> 1) i^o} 2k%& ^2: 

<??> ^. 1^0] ^-§-ofl nfl^ tM^fSl ^r-g-^l lOrag/kg^l 

<78> 2) ^ ^tb OrM^^l ^*fl M 

<79> ^tgo^ ^ ^M-^^l 4^ ^-ol WrQ-s}^. 
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)> *\)^o) 200-220 g SD 3* A ^ # 4-§-^H, ^M^s)- ^tfl^ 

AV-g-^o] io mg /kg7> sqs.^ a?]^ Bj !l- ^V^^>^^- 

, ^tflS^il- Al^^oll^ C48/80^r 10 rag/kgS. 31 ^ ^a}* Is^t}. ^a> ^ofl^ 

C48/80<^1 ^tb o"M-€^W ^r-g-^-S. a}^^ 7 fl^^ ^» ^^V^. 

C48/80 J=cr| Jp. ia1^> ^^>^]^ zk^*}%SL^, A ^ *H*Vi: ^^f* 5. l<=fl 

32> [S. 1] 









¥Ff 








0/8 




C48/80 10 mg/kg 


7/8 




2:^-1- (10 mg/kg) 


4/8 



<84> ig^o} 2^#£r ^W^^l^ ^-o] HRF°fl ^ -fr^"€ ^ Slfe ^ 



<85> 3) ^- ^tt W ^1^*1 ^£2] 
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7> ^-71 ^AHl 2^ 2)<M ^ofl A>-§-^ ?1 ^H, ^tb 3^ ^-f A > n ^>7l a 

,8> ^ ^-§- 41C ofl «J-Afl w>>*]?rH ^^1- -g-JiAl^l * , 3000rpm<=1H 10£-# 

el* *H 13^- ^r^}^. ^ #I*H 3*> ^^HM] 10*11 ~300«M*1 5^*V 

i9> [5. 2] 

















2646.47 




£ iJ-^sj 2^* (10 mg/kg) 


301.08 



l^Ht^M^ oflifj- ^ -fr-8-*»H A>-g-^ ^ xl^. 

<93> 4) 2:^#<fl ^tb HRF ^ 
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•5> ^"71 ^aH 2^ 3HH ^ ^ "t^* 4 x^la , 

o]nfl A]-§-tb ^#^^r ^MUr^l «H ^^l^-^ X) «fl^7> 

«<H*}51-i=- <5>5£ch ^-7] A]£. ^^^r 3-g-# 1-^1 ^Al7lZL ^-Al <*-§-olH 

^, 5€-^> 12000rpm^Ai tf^l^bfr 5\z>}<%t±. 

96> Aj-71^ ^o] ^W]^ A^ofl tflsfl, ^AHl 1^ 1_ 2 )^- p>^7>^S 

97> £ 4^1 -g- £^tl: ^^V*] *>M-€^-Al^ tiV-g-^: 

:98> tiV^ SA^^g- ^^^M ^ m^^^ife HRF «1^7> 7^ 

<99> v$^x\ C48/80*fl o}^^*}^ ^r-S-^l HRF7> ^£lz>}7]} <£ <t , ^ 

:100> [^AHl 3] ^#0)] ^ ^j. <£e^Aj ti]^ ^^fl Jl^- 

:101> 1) 2: 

cl02> ^ S^-§-§r ^#o)l ^Ej-t nflol]^ <y A> <2p§,o}l ofl -g-^A^ Z}- ^2 

e}#^ AA 10mg/kg, 100 mg/kg<>l 
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'3> 2) 

)4> Sfl^oj I5~25g 5\?Et ^ 3^§^ BALB-c "R-i A ^ # ^ 

2^ 47fl ^^.S. M-^ ^, ^ 1HH ^(specific pathogen free, SPF) 

35im AH~fc -s>$^. 

35> ^s}*]^ ^}^-ir -rrik^}?] -rl^fl, ^d^T^^l (ovalbumin, chicken egg albumin, grade V, 

Sigam Chemical Co. Phi 1 1 ipsberg, NY) 10 jug^ ^M-fe- ^-^l^C aluminum hydroxide, 
A1(0H) 3 ) ^ 1 mg^g- *R>^§^ 0.3 30^- ^)^}^ . 

06> s&7] 0.1 iM-ir *R-r2^ ^ 5«g^l4 14*4 2113 *H z|7l ^ 

oiAV^on 30 fji 100 ^ 30 td*\) ^r^r^K 

H]^- Jfc*) 30^- ^M]^ o]a]-^-^o« 10 mg/kg, 100 mg/kg» Sfl^ ^ 

108> 
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IK 3} 

















14<a 


21<H 




28-241} 


35 «H 




6 


0VA+ 
Alum 


0VA+ 
Alum 


0VA+ 
Alum 


0VA+ 
Alum 










6 


OVA 




i 


7 


10 mg/kg 




10 mg%g^-?) 


7 


100 mg/kg 




100 Dlg^fe,^^) 




OVA 10 pg+Alum 1 mg-ir 
?]-tt3HM 300 trttf 
^ 0.1 ml*} 


OVA^ Hpj- -f-o^ 30 


OVA 100m/9l^: 
30/z£ 





(OVA: Vf^ 1 ?!, Alum: A1(0H) 3 ) 



no> 3 ) i£tgo} 3fc-$#4| ^tb ^^1^ w]^ <*}*fl jL3f 

H2> ^71 2)5+ ^O] Z^- ^6\]X) ifl -fr^ Al«8^ , o^^-Q. Al ^.o|) 15^-^1- 2]-^ v y 

m ^*r« ©lM ^ ^J-^^rC symptom scored 7}^}<%ty. 2^9] &%x}7} ^ 

:113> 
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IS. 4] 









s-y-i- Jf<^ 

(10 mg/kg) 


# ¥^ 

(100 mg/kg) 






31.83 


65.00 


27.29 


48.00 




20.84 


33.15 


28.49 


17.42 


p- 

value 






0.078 


0.391 


0.1 








0.046 


0.317 



ii4> S 4 « I 51 44\+ w><4 ^o], Jf-^ °^tf)s^1 4*B 

£44-$ 4*fl 444-c- ^44»l 44#4. 

iis> xcj-^Ai ^T$cq 2^#* £44^ 4<3^r 4**H £^<1 ^ ^4^ Zj^* Jl 

4^as 9*0^ ^ ^ &4. 

116> 4) ^^^-^ $X\- 

117> tfi5|*|^ ^«"4 S.^O] JrA>^ ^ 7 H D 14*T <8 

"8> ^7) <£444?I p}^-as] *aW*l 3s 10% 4*1)4 244 # ^ 

°J: ^^1^4. ^ 4~f^4 ^43.^4 b)^-!- 444ji <t444(decalcifier B, Accra 
Lab, Swedesboro, NJH1 244 ?> ^<?> ^7} ^S4. 4^4-8: 44 : &°fl ^% ^h, 5 pm ^f-4 
4 (coronal section) ll^-i- £$4. 

ii9> ^-7] ^^ofl tflsfl «ll4^^(haematoxylin)4 1-2-4!(eosin)-2_5. 34* -g4^r ^ ^g- 
4^ D 1^ *HM 4-f^ «1 #4 ^HJ-^H ¥ 7fl4 ojg-o] io|^ S a| °. 
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^>wl^ 7 fl(inferior turbinate)^ ^SiHMH 400«fl wfl^rS. ^ ^ JtaJ.^ 7j^» ^*}<% 
4. zfz^ -H-- tfliB( Mann-Wh i tney U-test)» °l-§-*H ^Tfl^^r 

SHIjI, SPSS €S-T- ^ 10.0(SPSS for windows version 10.0, SPSS Inc., Chicago) 
^ AV-g-SH , ^^^1 ^ ^ p <0.05 » ^HS*^ ^«rSa^. =L 

S 5 g S. 6<fl M-^^^f- 
»> 5] 









a-H* ¥^ 

(10 mg/kg) 


£ \|t^A| 

(100 mg/kg) 






1.33 


290.00 


5.57 


4.29 




2.34 


73.63 


13.00 


4.99 


p- 
value 






0.004 


0.703 


0.366 


4^25 






0.003 


0.003 



123> <£z]7) -fHM-^l HRF ^*fl*rfe JL3)-7> 5a*=h 

124> iJ^o] 3:^1-^ ^ofl ^7fl*>^ HRF^ ^1^^^ O.S.*| , ^Bj*] -R- 

<£jSH 7]^ Jr47> ^4. 
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^1, £3*1^ 71^1 SHfr^, <>VJM^ s^^, ^^V^ 

^ ^ist ^-g-§>7)i Af-g.^ ^ 
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i] 

2) 

^ isKr HRF -gr^l <3*l]-g- 2^1" 

o 

Het a_ S -CH r Het 2 

r, xi;>- -K-* 

^-71 Het 1 ^ * is <=>l3L, Het 2 ^ ^ °H , R 1 ^ R 2 ^ ^S^M- # 

5)31, R4, R5 ^ R 6i=. ^*}7M ^M*^, Bfl^, *fl^H, x^AlH^Al ^ 

*)1 2-^-ofl &<H*1, ^^o)n]cf^^] sf^-l-^ _2.^5}#, ^£e}f, ^r£H^#, BH1 
olfo] o. £ ^ ^ o]^^*\] ^6\}x\ ^Bfl^ ^>q- o}^-oj o. e^io S ^ HRF ^-Hl ^ 
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4] 



M-^H-Sl ^ -^^^ M-i- ^7>s. hrf <q^)-%- 

[3^8" 5] 

4 X® ^ 4*8- ^ <^ ^ 1H $a°W. HRF°fl ^«f| ^ ^3*1 

^,^p>^, ^W^Ali, £e|*U§ 7)^1 £s<I, o> S 5^ 

[^^§- 6] 

7] 
8] 
91 
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10] 

^, ^3*1^ 71^1 S?-^, ^ < 1, o>£3q^ ^ref^o^. oflig- ^ 

11] 

*f| 10^1 5a<H^, *H £ ^>*i o>S3q^ si)3f<*o} oflig- g 

12] 

13] 

41 lO^l 5&°H. ^ ^ *|S-g- 2^1: 
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g 
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b 

d 
f 




IS. 2] 



Cone, of C48/80 



C 2ftg/me 4£g/m6 6fiB/vni Bfig/ml 10pg/m£ 




2 3 KD HRF 




IS. 4] 



C48/80 



HRF 



C : control 
1: C48/80 lOfig/nX, 
2: omeprazole 10 yM 
3: omeprazole 100 

4: omeprazole 10 ^ + C48/80 10#g/m£ 
5: omeprazole 100 + C48/80 10#g/m£ 



+ C48/80 j 
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5] 



70 
60 

<y- so 

^30 
W 20 
10 
0 



[J£ 6] 





m 



S^cgsS lomg/kg lOomgAg 



^ S.^S| 3£#S ^o»5 



350 
300 
<h 250 
*3 200 
* 150 
^100 
50 




























































0 






i ion g/tog loom g/kg 
* !?oi5 



^ 2003/11/14 
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